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Company . 



AMENDMENT UNDER 37 C+F.R. § 1.121 



Please amend the subject Application as follows: 
In the Claims: 



^CancBl claims 19, 23, 33, 44 - 69 and add the following 
claims 70 through 121. 



70. 



A method of administering a GLP-1 molecule that is 
protected from the activity of dipetidyl peptidase 
IV, comprising administering an effective amount of 
the GLP-1 molecule, or a pharmaceutically acceptable 
salt thereof, to^^paEi^nt in need thereof, by 
pulmonary means . 




71. The method of claim 70, wherein the GLP-1 molecule 
has an amino aci^ sequence of a formula: 



R 1 -X-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser- 
Tyr-Leu-Y-Gly-Gln/Ala-Ala-Lys-Z-Phe-Ile-Ala- 
Trp-Leu-Val-L^-Gly-Arg-R 2 
(SEQ^^-NOll) ! 
wherein: i 

R x is selected^from trie group consisting of L- 
histidine, D-^istidtne, desamino-histidine, 2- 
amino-histidine, beta-hydroxy-histidine, 
homohistidine, alpha-f luoromethyl-histidine, 
and alpha-methyl-histidine; 



X is selected from the group consisting of Gly, 
Val, Thr, lie, and alpha -methyl -Ala; 
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72 



l::, ,la, *x. se„ an, oL; an* 

„ is sel ec t ea , £ ^«e/ gr oup consist o £ 

NH2, and Gly-OH 

S lt icallyV-ePtable salt, thereof, 
or pharmaceutical^ J 

/ \ ■ 71 Lrein the GLP-1 -°lecule 
The met/od of c^axm 71, £ of Gly -GLP- 

is selected ^^^7)0" 

Va l-(SLP-lW 21 f7 _37)OH, or 



"T P " / 8 , 21 v-l (7-37 ) OH, or 
Ad Glf -Gin ' GLP 1 K 



73 



74, 



75 



76 



77 



1(7-36MNH 2 , 

GLP-1 (A36)SH2>^r ~J s hereof- 

v — r-i i ^-aVceptable sait& 
pharmaceutical^ accep , 

\ / -Jt-he GLP-1 molecule 

J f Nairn 2, wherein, the ^ 

T^^^r - a pha T aceuticallY " 

acceptable salt thereof- I 

L L tte GLP-1 molecule 

f rlaimKO- wherein the ^ 
Th e method of Claxjti j ^ patie nt. 

iB delivered to 

/ „ rT p_i molecule 

. f cliim 74, wherein the GLP 
The method of ClAim 
is deposited in the alveoli- 

, £ dU 70, wherein the GLP-1 molecule 
The method of the patient, 

is inhaled through the. mo 

• 70 wherein the GLP-1 molecule 
The method of Claims 70, w formu lation 

comprising trie GLP 1 * 
acceptable carrier. 
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78. The method of Claim 77, wherein tpe formulation is 
selected from the group consisting of a solution in 
an aqueous medium and a suspension in a non-aqueous 
medium. / 



79. 



80. 



81, 



82. 



83. 



The_ method of Claim 78, wherein the formulation is 
administered as an aerosol. 

\ 

The method of Claim 77, wherein the formulation is 
in th6 form of\a dry powder. 



The method of Claim 80, wherein 
has a particle size of less than 
mass medVan aerodynamic diameter. 




:he GLP-1 molecule 
about 10 microns 



The method of Claim 81, wherein/ the GLP-1 molecule 
has a particle sizl* of about 1 /to about 5 microns 
mass median aerodynamic diameter. 

The method of Cl^tal 82, wherein the GLP-1 molecule 
has a particl-e siae about/ 2 to about 3 microns 
mass median aerodynamic air^meter. 



84. The method of Claims 72, wherein the GLP-1 molecule 
is administered as a pharmaceutical formulation 
comprising the GLP-1 molecule in a pharmaceutical^ 
acceptable carrier. 

85. The method of Claim 84, wherein the formulation is 
selected from the group consisting of a solution in 
an aqueous medium and a suspension in a non-aqueous 
medium. 

86. The method of Claim 85, wherein the formulation is 
administered as an aerosol. 
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87. The method of Claim 84, wherein the /formulation is 
in the form of a dry powder. 

88. The method of Claim 87, wherein t#ie GLP-1 molecule 
has a particle size of less thai/ about 10 microns 
mass median aerodynamic diamet€ 



89, 



90. 



91. 



92. 



93, 



The method of Claim 88, wherein the GLP-1 molecule 
has a particle' size of about A to about 5 microns 
mass median /aerodynamic diaitfe'tjer . 

The method (of Cla^m^S, wherein the GLP-1 molecule 
has a part ibl e^&^i e of abo\it % to about 3 microns 
mass median aerodynamic d/iameter. 



The method of Claipas 73/ whe: 
is administered ^s a phfarmacj 
comprising the C&iXl-l nplecul 
acceptable carri 



rein the GLP-1 molecule 
sutical formulation 
in a pharmaceutical^ 



The method of Claim M\ whferein the formulation is 
selected from the group consisting of a solution in 
an aqueous medium ^tnd a suspension in a non-aqueous 
medium. 



The method of CI 
administered as 



im 92, wherein the formulation is 
xi aerosol . 



94. The method of <#Laim 91, wherein the formulation is 
in the form of// a dry powder. 



95. The method off/Claim 94, wherein the GLP-1 molecule 
has a particle size of less than about 10 microns 
mass median aerodynamic 'diameter. 
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96. The method of Claim 95, wherein the G//P-1 molecule 
has a particle size of about 1 to al^out 5 microns 
mass median aerodynamic diameter. 



97. The method of Claim 96 f whgrein yche GLP-1 molecule 
has a particle size of ^out ^yco about 3 microns 



mass median aerodynamic: diameber 



\ 



98. The method of Claim 70, wherein at least about 10% 
of the GLP-1 molecule delivered is deposited in the 
lung . , 



99. The method of Cftaim 7 
is delivered from an 
pulmonary administrat 
of the patient 

100. The method of Ciaiffi 9 
selected from the gr< 
metered-dose inhaler/ 
sprayer . 



wherein the GLP-1 molecule 
inhalation device suitable for 
and deposited in the lungs 



a o: 



wherein the device is 



p consisting 
a dry powder 



101. The method of clai? 
powder inhaler. 




of a nebulizer, a 
inhaler, and a 



100, 



he device is a dry 



102. A method for treating a patient with diabetes, 

comprising administering an effective dose of a GLP- 
1 molecule, or al pharmaceutical^ acceptable salt of 
the GLP-1 molecule, to the patient by pulmonary 
means, said GLP/-1 molecule being protected from the 
activity of dipetidyl peptidase IV. 
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, . ml02 wherein t,e/LP-l -lecule 

/ r . ser . 

Tr p-Leu-val-Lys-Gly^* 2 ' 

(SEQ ID NO: 11 
wherein: 




Rl is select 
histidine, 



from the/grou^ 



-histi 



dinei 



des< 



consisting of L- 
j^o-histidine, 2- 
C-histidine, 



Imlno-hist/dine , ^"fe%It^l-^ 8t idine ' 
and alpha-methyl ->-s^ 



X is selecled tVfa* «H 
x 13 >v^rWalpha-meti 



Val, Thr, 11^ 



consisting of Gly, 



■, from the group 

Y is selected from Qly . 

Gin, Ala, Thr, 



alpha-met|hyl-Ala; 

consisting of Glu, 



z is selected f 
Gin, Ala, Thr, 



fSei 



the grouj 
and 



consisting of Glu, 
; and 



Gin, l y 

L tn the group consisting of 
R2 i8 selected/ from the g 

and Gly-|>H. 

/ .-^ GLP-1 molecule 

104 . The method of Cla , ^J^^ of 
i. selected fr om (the ^ 
1( 7-36 )N H 2 , Val -GLP \ l s_ Gln -_ GLP -l(7-37)OH. 
GLP-1 (7-36)NH2 » Gly 



GLP-J- v 

•r, the GLP-1 molecule 
a nf claim 104, wherein the c 
1 The method of Claim 
105 " r sVa l 8 -GLP-U7[37)OH. 
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a of Claim 102, wherexn tn» le fo r 

106 . The method of tlon de/xce aux 

1B delivered and depo/xted xn 
pulmonary admxnxstratx / 
of the patient. / 



107 



of tne / 
sprayer or dry v / 



108 . T he method of 

device adminxste 

the GLP-1 mo1 . 



Lm 



106, 
about 



wh4 



pa 



.Nation of the 
about 4,000 ° £ 



cule . 



Claim 



, o9 The method off 
1 device admiii^ rS 
the GLP-1 mAlecu^ 



108/ 



/ -Actuation of the 



device admxnxsters 
the GLP-1 molecule. 

1U The method of Claim 
device administers 
the GLP-1 molecule 



treating 



, 12 A method for 

' comprising adminx 
1 molecule, or a 
the GLP-1 molecule 
m eans, said GLP-1 
activity of dipet 

has an amino acxd 



wherein 
J>ut 160 ^g t 

h0, whereir 

3U t 320 ng 



actuation of the 
; o about 1,000 ug of 



actuation of the 
to about 500 ^ ot 



Lering an e^ sa lt of 

• 5 harmaceutxcal y nary 
f ( to the 'patxent by P ^ 
m olecule being protect 
idyl peptidase IV- 

■n the GLP-1 molecule 
112, wherexn tne ^ 

m ' a formula - - 

sequence of a r 
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^-Leu-Y-Gly-Gln-Ma-Ala-LysyPhe 
Trp-Leu-Val-Lys-Gly-Arg-R 2 

(SEQ ID NO:D 
wherein : 

^ arc/up consisting of L- 

fcistldine, cW^ne % 

homohiBtidin/ alpta-fl^ro^eth^ 
and alpha-m/thyl-histidfne; 

x is seXeL £r . m *//-htr ln9 ° £ G1Y ' 
* al , Thr /xle, and .^-^yl-M.. 



consisting of Glu, 



z i3 3 eWidV°f - .roup consists o £ Olu. 

* U_J a -nri Glv; and 



Gln , Ala , Thr, W, and Gly; 

Rz is selected f^ the gr ° UP 
NH2, and Gly-OH. 



consisting of 



114 . The method of Claim 



I3, whereii 



the GLP-1 molecule 

■me - , . ---^-ej^i s ting of Gly - GL 8 P_ 

is elected from thj grou^ 

1( 7-36)NH 2 , Val -GLB \ 21 ul _ 31)0 *. 
GLP _1(7-36)NH2, and Gly 

on L 114 wherein the GLP-1 molecule 
H5 The method of Claim 114 , wn > 



116 



is V al 8 -GLP-l(7-3|)OH 

I 112 wherein the GLP-1 molecule 
Th e method ot Cl^J^ suitable for 

is delivered f r£ an ^ ^ ^ lungs 

pulmonary administration 
of the patient, 
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117. The method of Claim 116, whereii 
sprayer or dry powder .inhaler. 




118. The method of Claim 
device administers, 
the GLP-1 molecule 

119. The method of Claim 
device administers abo 
the GLP-1 molecule 

120. The method of Claim 11 
device administers ab 
the GLP-1 molecule 




device is a 



eirk actuation of the 
to\ about 4,000 |ig of 



actuation of the 
\ig to about 2,000 |ig of 



actuation of the 
to about 1, 000 ng of 



121. The method of claim /ll 9, wherein actuation of the 
device administers /ibout 320 |ig to about 500 |ig of 
the GLP-1 molecule. 



Remarks 



The Examiner held allowable Claims 19, 23, 33 directed to 
Val 8 -GLP-1 (7-37) OH species in the Office Action dated 
June 13, 2000, Paper No. 6. Applicants canceled all 
other pending claims without prejudice to further 
prosecute these canceled claims in a continuation 
application. Additional claims 44 through 69, which 
originally depended from the genus claims, were amended 
to depend from the allowed Claims 19, 23, 33 of Val -GLP- 
1(7-37) OH species in order to put the Application in 
condition for allowance. However, in the Office Action 
dated March 6, 2001, Paper No. 10, the Examiner rejected 
all claims. 

In this response, Applicants have canceled all 
claims and submit new independent Claims 70, 102, and 112 
directed to an intermediate genus of GLP-1 molecules that 
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